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SUPPLEMENTARY FIGURE LEGENDS

Figure S1. Serum neutralizing antibody titers in rhesus macaques infused with the Fc
modified 3BBNC117-LS or 10-1074-LS mAb intravenously. Serum ICs titers of the indicated
mADbs were determined longitudinally against the challenge pseudotyped SHIV aps-eo using the
TZM-bl cell assay. The ICsp titers are color coded: 1:21-99 as tan; 1:100-999 as yellow and >

1:1000 as orange. The neutralization assays were repeated twice.

Figure S2. Serum neutralizing antibody titers in rhesus macaques subcutaneously
administered a combination of Fc modified 3BNC117-LS and 10-1074-LS mAbs. Serum
ICso titers of the indicated mAbs were determined longitudinally against the challenge
pseudotyped SHIV aps-eo using the TZM-bl cell assay. The ICso titers are color coded: 1:21-99
as tan; 1:100-999 as yellow and > 1:1000 as orange. The neutralization assays were repeated

twice.

Figure S3. Elicitation of anti-mAb immune responses in serum of rhesus macaques
receiving Fc modified anti-HIV-1 human mAbs. a, b, Sera samples were tested longitudinally
for development of anti-3BNC117-LS (n = 6) or anti-10-1074-LS (n = 6) antibody responses,
respectively, following a single intravenous infusion of each Fc modified mAb. c, d, anti-
3BNC117-LS and anti-10-1074-LS antibody responses were measured longitudinally following
a single subcutaneous administration of a of 3BBNC117-LS plus 10-1074-LS bNAb mixture to
rhesus macaques (n = 6). The ELISA to assess the anti-antibody responses in sera was performed

twice.



Supplementary Figure 1. Serum neutralizing antibody titers in rhesus macaques infused
with the Fc modified 3BNC117-LS or 10-1074-LS mAbs intravenously. Serum ICsg titers of
the indicated mAbs were determined longitudinally against the challenge pseudotyped SHIV aps-
eo using the TZM-bl cell assay. The ICsp titers are color coded: 1:21-99 as gray; 1:100-999 as

yellow and > 1:1000 as orange. The neutralization assays were repeated twice.
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Supplementary Figure 2. Serum neutralizing antibody titers in rhesus macaques

subcutaneously administered a combination of Fc modified 3BBNC117-LS and 10-1074-LS

mADs. Serum ICsg titers of the indicated mAbs were determined longitudinally against the

challenge pseudotyped SHIV aps-eo using the TZM-bl cell assay. The ICsg titers are color coded:

1:21-99 as gray; 1:100-999 as yellow and > 1:1000 as orange. The neutralization assays were

repeated twice.

WKks

A~ W

10
12
14
16
20
24
28

DFD7

865

742
395
374
350
235

<20

DFJ4

535
439
170
153
150
119
<20

DFN9

630
439
253
206
191
170

<20

DFX9

740
414
315
254
207
<20

DGGV

518
463
200
170
177
117

<20




Supplementary Figure 3. Elicitation of anti-mAb immune responses in serum of rhesus

macaques receiving Fc modified anti-HIV-1 human mAbs. a, b, Sera samples were tested

longitudinally for development of anti-3BNC117-LS (n = 6) or anti-10-1074-LS (n = 6) antibody

responses, respectively, following a single intravenous infusion of each Fc modified mAb. ¢, d,

anti-3BNC117-LS and anti-10-1074-LS antibody responses were measured longitudinally

following a single subcutaneous administration of a of 3BNC117-LS plus 10-1074-LS bNAb

mixture to rthesus macaques (n = 6). The ELISA to assess the anti-antibody responses in sera was

performed twice.

Anti-3BNC117-LS response & DNy & Doy

+ DFP9 = DFH3

Endpomt Tltea(Log1g)

-

10 12 14 16 18 20 22 24 26 28 30 32 34 36
Wks post mAb administration

o
N
LY |
o
co ¢

c Anti-3BNC117-LS response in
5 recipients of the bNAb mixture
+ DFM6 + DGGV
* DFN9 e DFD7
~ DFX9 = DFJ4
4
e
<2
5]
|
T3
2
[
=
£2
-3
k]
[=
wi
1
0 .

0 2 4 6 8 10 12 14 16 18 20
Wks post mAb administration

(o)

N w H (3

Endpoint Titer (Log10)

-

Anti-10-1074-LS response = DFC6 @ DF3M
~ DFL4 = DF9V
+ DFL5 +« DFBO

0 2 4 6 8 10121416 18 20 22 24 26 28 30 32 34 36

Q

N w H 3]

Endpoint Titer (Log10)

-

o

Wks post mAb administration

Anti-10-1074-LS response in
recipients of the bNAb mixture

+« DFM6 + DGGV
¥ DFN9 e DFD7
~ DFX9 = DFJ4

4

6 8 10 12 14 16 18 20
Wks post mAb administration



Supplementary Table 1. 3BBNC117-LS or 10-1074-LS antibody concentrations in serum of macaques after a

single intravenous infusion of indicated mAbs

3BNC117-LS conc (pg/ml)

10-1074-LS conc (pg/ml)

Wks DF6Z DFH3 DFM1 DFEN6 DFP9 DG43 Wks DF3M DF9V DFBO0 DFC6 DFL4 DFL5
1 46.02 76.18 38.39 40.19 3352 2297 1 176.87 110.57 297.84 92.77 11275 115.19
3 16.13 29.47 19.75 14.08 20.35 9.17 3 63.16 58,55 78.61 46.33 52.10 5891
5 10.13 519 1085 548 9.07 413 5 5407 4737 3421 3147 23.05 34.35
7 11.02 ND 10.52  5.06 8.84 1.89 7 4258 4175 26.06 29.27 16.58 20.99
9 6.01 6.59 2.00 4.32 1.09 9 3411 2321 1439 904 1201 11.68
11 2.69 3.54 0.90 2.64 0.75 11 1911 1492 1444 559 1090 11.21
14 131 2.00 0.46 1.15 0.51 14 1364 9.09 8.56 341 6.71 5.89
17 0.82 0.78 ND ND 0.34 17 5.70 6.39 4.48 1.66 3.86 2.69
18 1.09 ND 20 6.49 5.25 2.83 1.44 2.59 1.37
20 ND 22 4.14 3.92 2.15 0.65 2.62 1.04
22 ND 24 2.32 2.70 1.04 0.24 2.55 0.67
26 2.08 1.66 0.14 0.29 1.77 0.57
28 1.76 1.70 ND 0.32 1.06 ND
31 0.73 1.78 0.12 0.08
33 0.68 ND ND
37 ND 0.49
38 0.34
41 0.22
43 ND

ND non-detectable

ND non-detectable



Supplementary Table 2 . Half-lives of native 3BBNC117, native1l0-1074 and LS-derivative bNAbs,
administered intravenously in macaques

native 3BNC117 3BNC117-LS native 10-1074 10-1074-LS
Half-life Half-life Half-life Half-life
Monkey (weeks) Monkey (weeks) Monkey (weeks) Monkey (weeks)
DFGP 1.64 DF6Z 3.24 DF60 0.34 DF3M 4.40
DFIP 1.30 DFH3 1.46 DF80 0.45 DF9V 4.90
DFKV 0.71 DFM1 3.00 DFAM 1.68 DFBO 3.16
M57 1.61 DFNG6 2.16 DFCP 0.55 DFC6 3.01
MMK 1.24 DFP9 2.68 DFDP 3.25 DFL4 4.19
MRF 1.65 DG43 2.91 DFFN 1.54 DFL5 3.37
Median Median Median Median
(weeks) 145 (weeks) 219 (weeks) 105 (weeks) 3.78
Mean Mean Mean Mean
(weeks) 1.37 (weeks) 258 (weeks) 1.30 (weeks) 3.84

The half-life was estimated by WinNonlin 6.3 software using non-compartmental analysis (NCA) of the
serum concentrations of 3BBNC117-LS and 10-1074-LS mADs.




Supplementary Table 3. 3BBNC117-LS and 10-1074-LS antibody concentrations in serum of macaques after
a single subcutaneous administration of LS-mAb mixture

3BNC117-LS conc (pg/ml)

10-1074-LS conc (pg/ml)

Wks DFD7 DFJ4 DFM6 DFN9 DFX9 DGGV  Wks DFD7 DFJ4 DFM6 DFN9 DFX9 DGGV
1 955 1145 1112 420 7.15 8.13 1 35.65 4586 49.05 3471 2314 34.00
3 4.77 3.74 231 1.90 4.00 2.72 3 1953 2143 21.78 1467 1144 27.09
5 4.84 ND ND 2.20 2.27 1.98 5 11.45  9.05 431 1204 8.02 7.50
7 2.13 0.48 ND ND 7 12.20 4.86 ND 5.13 8.25 3.90
9 1.67 ND 9 7.68 4.49 3.83 591 2.69
12 124 12 4.54 2.58 2.86 2.66 2.77
14 0.78 14 3.51 1.08 2.63 1.85 1.32
16 0.84 16 4.58 1.45 224 2.058  1.07
18 ND 18 2.85 1.00 122 1284 0.89

20 2.02 0.58 0.94 ND 0.88
23 1.26 0.21 0.73 0.26
24 1209 0.174 0.42 0.195
26 0.669 ND ND ND

28 ND

ND non-detectable

ND non-detectable
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